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Dear Sir: 

Applicants request review of the claim rejections contained in a final Office 
Action mailed August 21, 2008 in the above-identified matter. Each of the claims under 
examination, i.e., claims 1-69, has been rejected twice and is now finally rejected (claims 70- 
73 were previously withdrawn). Therefore, claims 1-69 are in condition for the requested 
review. No amendments are being filed with this request. This paper is filed concurrently 
with a Notice of Appeal and fee, and includes no more than five pages of patentability 
argument. Reconsideration is respectfully requested in view of the following remarks. 

Remarks begin on page 2. 
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REMARKS 

I. The nature of the invention 

The instant application concerns methods for purifying adenovirus particles which 
provide an efficient protocol to generate substantially purified adenovirus. Specifically, 
claimed purification methods comprise at least two chromatography steps wherein at least 
one chromatography step involves the binding of an adenovirus to the chromatographic 
medium and at least one chromatography step wherein the chromatographic medium, which 
is not solely a size exclusion medium, retains one or more contaminants in the adenovirus 
preparation. 

II, Pending rejection 

The Final Office Action of August 21, 2008, maintained the only rejection pending in 
the Application and asserted that claims 1-69 are obvious, under 35 U.S.C. § 103(a), over a 
single cited reference ( Huyghe et al. Hum. Gen. Ther., 6:1403-1416, 1995). The rejection of 
record, however, lacks the support required to establish a prima facie basis for obviousness of 
any of the claims. Absent any prima facie rejection on the record, Applicants request that all 
rejections be withdrawn. 

Huyghe et ah fails to teach or suggest all claimed steps 

In the instant rejection, the Examiner cites Huyghe et al and states that Huyghe et al 
"teaches a variety of different chromatographic methods for purifying adenovirus." The 
rejection, however, fails to identify where Huyghe et al teaches any of the elements of any 
of the pending claims, much less how Huyghe et al. teaches or suggests all elements of all 
rejected claims as required to reach a conclusion of prima facie obviousness. In particular, 
Huyghe et al. fails to teach or suggest a chromatographic step with a medium that retains one 
or more contaminants from a virus elute wherein the medium is not solely a size-exclusion 
medium. In view of this shortcoming Applicants assert that no prima facie rejection has been 
made and the Examiner has failed to shift the burden to the Applicants. 

Huyghe et al. teaches away from the claimed method 

Each chromatography medium that was tested in Huyghe et al. retains adenovirus 
particles and allows contaminants to pass through the medium (virus particles are then eluted 
from the medium). The only attempt by Huyghe et al. to employ a medium to retain 
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contaminants while allowing adenovirus particles to pass there-through is the use of a size- 
exclusion medium. However, as detailed in Huyghe et aL , use of size-exclusion medium 
proved ineffective in providing purified adenovirus particles and the medium actually 
retained the majority of the viral particles 1 . Thus, beyond the failure of Huyghe et aL to teach 
or suggest a purification step which employs a medium to retain contaminants and which is 
not solely a size-exclusion medium, Huyghe et aL teaches that even a chromatographic 
medium designed to retain contaminants {i.e., a size exclusion medium) failed to affect virus 
purification. The teachings of Huyghe et al. would have indicated to the skilled worker that 
chromatographic medium designed to retain contaminants and allow virus to pass there- 
through should not be employed in adenovirus purification methods. Hence, the disclosure of 
Huyghe et aL teaches away from the methods recited in the instant claims. 

Huyghe et aL fails to teach or suggest features of dependent claims 

Finally, the instant rejection has been improperly applied to all of the pending claims 
in the case. As outlined above, in order to form a prima facie case for obviousness the 
Examiner must identify how cited reference(s) teach or suggest all elements of the claims. 
However, the grounds for the rejection fail to identify how Huyghe et aL teaches any of the 
elements of the instant claims much less all elements of all claims . For instance, no teaching 
or suggestion concerning the use of dye affinity medium in the purification of adenovirus 
{see, e.g., claims 6-8, 20-22 and 30-32) has been identified in Huyghe et al. and there is no 
teaching as to whether a dye affinity medium would retain virus particles or would retain 
contaminants. Likewise, no teaching or suggestion has been identified in Huyghe et aL or 
any other reference regarding the use of heparin affinity media for use in chromatographic 
purification of adenovirus {see, e.g., claims 34 and 35). Thus, even if a prima facie rejection 
of some claims was articulated by the Examiner, no prima facie rejection of all claims has 
been set forth on the record. 



1 In particular, Huyghe et aL noted that the eluting fraction comprised a very broad UV absorbance peak 
(indicating poor separation of contaminants) and Huyghe et aL indicated that the method resulted in a "very 
low" yield, i.e., most of the virus remained on the column (see, page 1408, paragraph 3 of Huyghe et aL ). 
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For the foregoing reasons, Applicants submit that the rejection of claims 1-69 as 
obvious, under 35 U.S.C. § 103(a), over Huyghe et al. has been overcome and the rejection 
should be withdrawn. 



Dated: December 22, 2008 Respectfully submitted, 

By /Marshall P. Byrd/ #62,454 
Marshall P. Byrd 

Registration No.: 62,454 
MARSHALL, GERSTEIN & BORUN LLP 
233 S. Wacker Drive, Suite 6300 
Sears Tower 

Chicago, Illinois 60606-6357 
(312) 474-6300 
Agent for Applicants 
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